IIIIH 

ADOCPHOENIX 




10-503841 



(c) ^fy/ (a) . (b) ^Bff|BSB?fJ«^$^S^-C^»9 jg^^y^ 

5. ^^^^ ( a ) 5sj:u? (b) kh-mmMLitm^ &m&ffi£ 



(3) 



l¥ 10-503841 



zsmmnxh^x, 

-^*«t*3im*££iy#1-5 r. t (iii) «©7.k#»M 

( d ) ftmmm&3cwm^ft ^xm^M^mm^w:^ vtt t # #e 

( e ) mm&wfe^wt h mmnm^m t jtum-rz it & <dmw^wl t , 



8. mm^m-i, —M(OK^Kmm^hii-rc^-^~mm^x^xmm^th^ 

«^MiR^nfcl^^3lE«^S-CMUT, ^BB^eicf^Sr^atU, (iii)t* 

t &mk t m ^rnmrn 6 mm<o g «i^g 0 

io. mmummmn, ^m^^/^mki^ a)ftmmm&mm&n^Mm 




D&i&W- 10-503841 



11. mW^WMUU, mt£Z>W(kfoT y^^nM&mtRtsnfcKis^zMtifciiL 

(i) tufa S 7 n BB^J©«3"J<z>&^te«tett* $ fri. (ii) < £ h 
b50flS|^>O^$^fei9 ^ (iii)j^O. / ^/^&X*<DM 



?u ^nx^i- art t -t % m^mmm 1 2 ^fens^a^ 

tufa 7 ^ /i^^-t^^ $ tt^^frT- £ u 

lttff B»i _h © Z> v # y -? — 6> $ § £: , 




10-503841 



^ n 2 (Dmmfab^tccWA&m 1 & <£ x$m 2 <z>$bt y ^ --e^it-r 5 * ^ y 

5;*^ 

(i)Sii *3 j:t>^2 o«^-r^cD 1 o^s^-r^cDNA^3fe^)^N-r ^y ^ 

•eh/Jfcttk (ii) 0 1 *3 J;t^S 2 :^&*^-5!!®ftf^ LV^<£>cDNA 

sr^ru 2-o<D«^^y<D^©^^a^ &xatyhT'm&£tiit$kyt 

i o tl^t § i ^ ^ 1 1 5 J: 5 £ t 

m-rzw&L^Kmmz^ ^mte^^m^m^ (Dmmmm^m^ritcm 

®]<DtitMKfr&£tl, (ii)&ft< t-bV^-yhSOmftV&Z&ji^ (iii) 

20. tuia^ffif*, #?y y ^^T-wstztiftx?^ vif^xThv, mm^s. 




10-503841 




10-503841 



imm m^m^ & u^mm<7)fc ©dna^-t z? y ^ v - v 3 > • 

Abouzied, et al. , Journal of AOAC International 77(2) : 449-500 (1994). 

Bohlander, et al. , Genomics 13:1322-1324(1992). 

Drmanac, et al. , Science 260:1649-1652(1993). 

Fodor, et al. , Science 251:767-773(1991). 

Khrapko, et al. , DNA sequence 1:375-388(1991). 

Kuriyama, et al. , IN ISFET BIOSENSOR, APPLIED BIOSENSORS 

(Donald Wise, Ed.), Butterwourthsm pp. 93-114(1989). 

Lehrach, et al. , HYBRIDIZATION FINGERPRINTING IN GENOME MAPPING AND 

SEQUENCING, GENOME ANALYSYIS, VOL. 1 (Davis and Tilgham, Eds.), Cold 

Spring Harbor Press, pp. 39-81 (1990) 

Maniatas, et al. , MOLECULAR CLONING, A LABORATORY MANUAL, Cold 
spring Harbor Press. 

Nelson, et al. , Nature Genetics 4:11-18(1993). 
Pirrung, et al. , U. S. Patent No, 5, 143, 854(1992) . 
Riles, et al. , Genetics 134:81-150(1993). 

Schena, M. et al, Proc. Nat. Acad. Sci. USA 89:3894-3898(1992). 
Sourthern, et al. , Genomics 13:1008-1017(1992) 




10-503841 



^9216-00X^5/ bOBE^ISrff^ HH*£ £# 5 ~e#<5 (Lehrach et al. „ 1990) „ 

iWJ^MJ: < ia^Jt5tt©M^> Pirruung et al. (1992) *3 it* 
Fodor et al. (1991) faot^$HTV^ 0 @^©^BI©Ba^I 

tl/j; ^{z: n £ r. iU^Mii Lfc^&c:^ Southern et 

al. (1992) ECj;ot/T$tltV^ 0 

Khrapko, et al. (1991) #y V /VT S KOffS ±\Z.m\&*tf-y 

t^oM^t^ £ titc^m^ tcnmute, a) 50-200 5 ^ n >-^t©be«i 




ffcmW- 10-503841 



&&'*IM&/*yy\z:i'—V >y'tZ> (Maniatas, et al. , 1989) , Isfctev'— /V 

£ ftfc ^ ft-?? $ ^ y y-r if — v- a — -f bt-klzjf 

9^->V >^ (Robbins Scientific) SrO^^S £ 5 ^ y^&^tf 0 SB 

—^y^r te^m & tiitwm<D o v ^ fc^-r ^ y if - ^ a n — y &m v ^ t 

Abouzied, et al. (1994) f± N f n ±/Vv~xm±\Z7k¥K$fct»f£$ifc$:1& 

@^Ufc^^^C0S^^2pELISAJ;t,^^fiJffl UT^tfj-rSo Abouzied© 

-^y^t5-i^So Abouziedii, PAP*-< veH£r$i< £ t nir/V- 
13— ^^rS^j^Tktt^bfc (Research Products International) 0 f~fcb N Abo 
uziedtt, n h nt;kn>- x©jHBft&^£fc$&£H-3 - £ # s ~e^ £&#TMowr 



&m\^Xmn&Mm&h&(DT\ Abouzied<^fl?£rDNA/^^y ^if— v-a V 
— ^WJ:<Sa^J-rSfc^^>^^^^ffiV^^^^So QA Life Sciences (San Diego 




10-503841 



Pall Corporation^ g Q^Jgffi£ fc: - h V-/VUfc#?U47 ■< /Vdr — ^ir 
596^A4»$i3£bT^6 0 *BS?^fe£r:&^ £ftVM?#>>rn/W 

Hyseq Corporation}*, ^ ^ y ^Vi^v-a v'-^xy^X^ 

s 0 re^ifc-m. Aim-. 3s^$^^^^#^^^M#«^> (i)av^ 

fS'im (i i i ) » © ^ W «H 6 xm&ffi m-t 



(11) 



If 1 0-50384 1 



0. 0 lnl - lOOnl ofSB Tttit £ -5 ^BB#5t k > &"gtfo 




10-503841 



E>10T?&oT 1 fe<fcV\> 

*^pjc7)— r^ffitt, #y y ^v^w^y #^^y -e 

ir/vSr^UTV^o ^fMl^ia^J^ #i?7M*3»/?££^3o 




10-503841 



i^/6^#^tL/ccDNA« N igi&^i^Mft&ibty tf-?-%m^xmMtsti 

-So 

&M^%mm^%a<Diifci L %mmr$-& & y 3* * koss^j^. cdna^wj 

ffcDtBTOIB^J^/Ky 5^ Kfc^- LT^^y ^Vif-v^a >-&?r5&# 

snbjs ^ ^ lur^ii uv ^©cdna^^t ^ y x $ s sa^tirt©^ 

®2A-2C«\ ©^i^/Tf- WJU'^o T, m<D&m^y K^rffJfflb 




m^-W- 10-503841 



* *u mm £ t^/c^-ey / a &&<t & mm^m-r z> ^4 v a 

HI8tt, 24©cDNA^ n — y©0. 5cmX0. 5cm<Z> 3; ^ n ga^J^^PH^^-r^ 

(Arabidopsis) ^M#fe^fci-^T©cDNA<> , fc& i &%M&XWM£fhfz.mm 
T? *> S v- u ^ ^ XV-£> b # £> ^Tc^T © cDNA^ril V ^ X W\ H£ tn ft^ 

y-rx$^fc%oi?fei9. x^x^fcm-A&tift 

^Vi?— Vs^ifc (open face hybridization method) irB^XM^^^V ^ 

* K(-*f unwind ^ y x$*i/rv^„ 
I . J£3i 

SiJ^m^^^v>PRt9, WT^^a-t-SffilStt, OT^Sifc-C/Bl^ftSo 




10-503841 



r^tftflcj r^#:^j f* % MWi^ii, ^y^^v^- 

^-K*fc«* 0 y-<^K*^Oi^^^b, Jbfc«fcl*/* fettle— 

So 

So 

o 

r ^ ^ n IB^lJj |2 N < £ ^100/cm\ 0* L < fcJ^fc < t ^1000/cm 2 




10-503841 



mxh& 0 ~<£>fc#\ r^&s^y ^ w^kj £E\ ^©giiLt(i)# 



z>jjm&mm-rz>o z&m&ic&^x, ^■mm^^mmn, gt&m&mjfczti 
-tm^o ^t«i^ -*fo^v^(^il^f■tf^:^lDJ£:§c7)«v^g|s$^l 




10-503841 



7M«f*^tf~ Ktefc£<RH££rW-*-Sas J: -5 fc^f££*LTV^5„. tf?y.x 



(18) 



10-503841 



O 

®!fcfcfc:<fcoTtr— Ki«0»M^$ti5i io^^ if— 

t mm utv^ri^ tf- mit « « £ A/ if * & ^ < &m % & 

J; t> &*t£<z>i«&v^Ml;i#iK^5i&£\ mfcti if- KSrfl&fc**- 5^3* 
/h $ V^T\ #E $ tbfc^Sf*. 02B*5«fct52C H/TttS* if 

ttmK£<*XVm£frZffim<DWm&M. tf-K(bead)W»f3, 
#?£L< f*2pl (fnij 5/ h/v) #>£2nl y v X-hZtiK 100nl£*_h 

rSM(footpoint) I -r^^^^iC^o-Cf^^jS^^B^^^ 
ffitf>Sfc4c^ (i i i) 5te«g Sr^#^ffiHig§«{ L T V ^ 0#K i; «©^»#:|fe3Q fa 




10-503841 



) 

fc>}&*<5 <fc 5 fc* -bf K<^fttt2pltf>£>2nlT?*>5tf^ (gO^X*S*?j20-200Mm 

<& i 

d '&'S(nD 

20 jtz n 2X10 "" 

50 it m 3.1X10 ' 

100 ja m 2. 5x 10" 1 

200 fi m 2 




10-503841 



a i £ & * ^^mmm^^-r an) %mm& &%nt &&&&&& 

(D 

SB^iJ 3 6 ©—SB HI 3 fc^-f „ r <z>@B?iJ f*. *S&©##MM#^IS£^'t? £ 
i$4 2&<^b?»£tL, #^ttMfc5*fclfe#^Mf^&^tfr b&X*%Z> 0 
_L3£ Vtc X 5 fr&mm&W&Yi, L < «20-200,u mOfSffl-efc'Sc 
•^JUcSfcjfi^ (#f^-ef*^V^) B$8H£J#<£>WPHra:, ^iL^fc^L^T? (4 4!C 
S:JB!lSi"5^. 0* b< J*#?)20-400/tm-e*>5 o Z.(Dfcib^ iifl ^ 

ill. Wffimf&otaitxD&Wi&M 



(21) 10-503841 

o 



K7 6tCj:oT^Tfc)^5 0 yi^/^K7 6(4, iM7 7 Kfflffl & th&&, 

ibth%T—j>,7dfc^mvxwi-£nZ)o m<D&$HjX^ tecs o^c©#)ii 
frt^y 8 6 iwm§t<z)Mt5 0 

sBsr^^^y^ r yJ # mm) jffaiz.&m^x, #mmm 




10-503841 



7t3i$!i#p$^TS5^-r5xx5//N o ^— ^ i o oiz.£oxmm (mis) $tt5 0 ^ 

Sjtu^fE^LfcJ; 5&^^A.x^ y ^—9 4 ^ 100 <^*a Mjtte:, 

rmym^K^Mmm^mv, mcommxi^mm^wc^^^^ ( Mra ) xj* 

#^a*©5fc/l^*- 10 2fi, =■ ^ a IB^J^gg^ J; o T^fifc $ *L 

mm^it^mmwm^K, w&~tz>£?imm£tiz> 0 Mwmmnmj&t^—iP 




10-503841 



sb^s j; 5s-fW-r3o ±^<DX^>iz^ ~<DMm*, ^*u<«2pi^b2ni* 

Steffi^ LT^ £> „ coff fc^IB^KiSicloV m: r v M Lt t> 

iv. ^?um$mm 




mm^¥- 10-503841 



A. ^/l^ir/l'J&K 
1 1 2&^irZ> 0 mi 0&»mi-&t, -fe/H 1 4^^0^ir7P« N 

rjg^T^ m^i(Dmmx\ Mte & y fc y ^ ^ w 

HI 9 — Jfi!^ ^)12^ y ^^244 5: y ^-eitsi, 8&V^40 

-cfe5 0 -r&=b^ i^ji-20^ y h/v^iiis^, 1-50 5: y h/vcos^^&s 

o 

?&oT»fcfcA:Misi^;fc3o »^ K^^mtt^y h 

~7^;VJ* 1 2 8"efe5 0 ^O^/l^MS, ~ bnir/Pn— *mt£¥<D^mmU 
m-t. ft U^-i n ^ V t° 1^ ^<D#?Ltt ? ^ PVDF#?Ltttf? y 

— »4*^^^^^^TV^5o ^^/l^AJ5§fi, 0£L< ttlOd^lOOO^m^) 

JgflM8<fct*:7-r/KM2, Schleicher and Schuell Corporation^ A#^# S ^ 



(25) 10-503841 

Ell 1 «:&kl£#J8H-5£ % mk<D~7 ^ ;VJ>.X*m.t>titz-igmfe, II 3 0, 1 
^iLtttLVW^ Loctite Corporatin^bA^PTfg^»'t4^)^y 

#^Jt^b^^A^T*#£t>©T?&f9 > t-foy, PVDF, ^y^A-^^ 

if^fc^$tixv>§ 0 sijo^wiit^*, /^y ^—mm&^v vxmm^ 




10-503841 



yx? K-c$? *k -rttfrib, mmmm±x<Dmm&Ltf y 5 



(27) mm^- 10-503841 

7&fu&thZ>cox\ tmm&mfr^^i Jjmxff5 - b^x%, & 

uwm^Ty^n, %mw-±~<D*?numir^xKmm^fft>fiz><r>x\ 3mfo 
±<d*?u mm-t^x (DTy-tj ^kwnvg^Kmfe § ti z> „ 

o^_h(c^ lt^5 r. t ^fflts £ # (-^ffi-r « r £ &mm Vfc h <VX%> Z> 

Wy T/i^-^&^tf^-^Ky K^fe/&6l£«£^&£^fc:»U 
3 8^ tfy^^^B-hfcli*, S^SsKy^^^^K^^S^^n 

tsrijciotKS^^s,, »$tifc/j<y ^^^-^sKy ^-o*}*. 

oT^ffitC^^^tb-So J^y-l-y *»"?&}&t&th1tX9'( }*tf9XtZ* Sigma C 
hemi 

cal Co. (St.Louis, MO) ft £a>e>rfJflR$ fri/TV^S t> ©SrA¥i"5 £ £ * 5 T?# 5 

o 




10-503841 



£ 'tLSHJS^T? te> ^3l6mm 2 0®^3?:»2. 5 X 10 3 ^Wcm 2 ^ ^ ^ n IE?IJ£400 




mm^- 10-503841 



fe^:N6®5rffrlfci-5 5 UfcSE^J©5ftJffllnoV^Ttt, Nelson, et al. (199 

— ^7M^o^ D-wk79^ >• h^fijfe^^ ^fcfe^ia^J±scg|/£{b$n 

1t?*~'yK&m*tZ't>*&fa&fe&rfZ>o Lehrach, et alFi^ 5 Ufc&L 

o mm(Dmm^mi^m^m^m-mm^r?>^t'h'^^^o cdna^rna^ 



(30) 10-503841 

cmOlB^IJ &—%C<D 12 X 18cm© h n bfc h <D<D±iZLfc 

&(Dm^m^^x&mmirz>ioom<DmAWT}i&^tf)& r £^-e#£ o 96B#^ 

^ y X U 100 m ltfVM' ~7 V -V—is a >mffliX&T y±4 &ft 5 r £ tf* 
X%& 0 J^©E^J©F^fc5^1©JI$©v'!J — V^^-^^r, ~ hn-fe 

sritaot, ^(DUM^m^^vsst-r^^ t^x^^ 0 $m<D&%;<D 

SrfflV^T, — fc(Dtfmt UTtfcttiU ##fr& (Maniatas, et al. , 1989) „ ^ 



ft-fZ>Z.k&X%Z> 0 

£k y#^h\ })>mM. ^y^—s drug cogener preparation^ fcfl{k^K 



(31) ^ #38^ 10-503841 

^-g:i?-5/^7 n-v-i'ir.x • ir Hf ixrc (Saccharomyces cerevisiae) © 

SB^JS^f*. S. cerevisiaeO^V ADNA^M (Riles, et al. , 1993) c£>#>S^ 
WiC^j/t^^^^bfcil^n — ^^JlV^T^Ef-if'I'I^iirfcPCR (Bohlander, et 
al., 1992) %L$,mX*-foZ> 0 PCR& X7y—i? : 7 41?—h±izm. : mmifoVtctZ. 

35kb<Di-<??— mmt5-i5kb(Dm^Am}fMm(Dm^^m^v, 250-15 

00mmn<DM £ ©PCR^W^^^ Lfc>|£tl^&o fc„ PCR4£/»£Sephad 
ex G 



50^^W.M^- (Pharmacia, Piscataway, NJ) MV^liMU — mfaftX^U 
=• ^nlE^iJ^r^y-l-y (Sigma) Ojf^S$ttfcIJ«fflX7-r 




#JS^ 10-503841 



fc D r©^a«r, 864^5|Sfi--<Ti8©M^/Kiy hotkey MVf~ 0 xtfyh 

^rCHEFT^fn— Xtf/U^M (Biorad, Richmond, CA) §H£oT£Ht Lfc 0 ;*:#V> 

(D^X^-f ^M^gf Ufc 0 DNA^VvJlilEti^ h (Qiagen, Chatsworth, CA) 

^^'^M^^iiif'S Lfc 0 i#lg&> 5 n g(Di^m^i&Vf7°— 7^#* {CKlenowtf? V * 
(Araersham, Arlington Heights, IL) b~~ lissamine^-o-^ P U^r 
f-VWSkW- (Dupont NEN, Boston, MA) \^(D^(D^^W-^t^y— /V 

fcJBi\ 7;^wt-f yMp? ^ ktf KHSft (BMB) £r/J^i\#<mo;£<z>Jk 
PS^Mii^S (Araicon, Danvers, MA) ^fflV^T^U/c c 

y -ff — %/ a (5 X SSC*3 X XIO. 1%SDS) ^jjR L, 10 n \~t-<X ^rlH^J 

m 

(c#itjL, #^-;*f^-c«v\ #^^^-r KtHti^^Atvr. 6o°c-ei2H#ra 

4 l/3cau^<— h bfc 0 r©7s7-f K^r^M-ei. 0XSSC£5 J;UU l%SDS-C5^H5-r 
.8cmXL8cm©SB?lJ^p520^ ^n^©^if#^T^mb7t 0 X^^^®^f^ s 




#Sc¥ 10-503841 



©^gf*. Olsons (Riles, et al. ) ^ £oT^HuK:M^£;h/TV^£tf>"T\ IU7^ 

<D&&m&K, m&}±<om-o1tEi&<DSg^Xtfy h (10%) l£fcJ:i:01son^P — 
> 9 4 7 9 ]) KnStztite^'? S (90%) &^^i--5„ ±%\^(D&ifi(D 

(O^Wl t *i*I3M&£ *3 J: 15^ y h £ 121*3 it 5 M&. (spurious) &2&<D h 9 

cDNA^ a — V(D 5 ^ n BE^JKl 




(34) 



10-503841 



Ifctfo ^y^^^i- X-Tfr t>%t>fl1iL cDNA# AWrfr 24HI <D# n — ^^rPCR^ 
ftLEL-CiftlLfco m«rM#^PCR^^^»L, 3XSSC©S*^fta^Lfc 0 c 
DNA^n — £^<^M£T\ y$y-l~V ^XW&^KMWWl**?^ K_h 
MyMfc. cDNA^ n — ^cD^te, ffte^H^-HAT4£^m-r -5 ^ n — VflSfc 

r ©at^ttfflF^M© v-n 4 X -TX-rizfibtlZ) 10m<D l/^-C#ftt5 (Sche 
na, et al. , 1992) 0 

m&m&isuj x-rx-r titc&)) -k mMk-r^T&mm&jteJjm&m 

^T»£L (Maniatas, et al. , 1989) „ cDNA^^J (M&%k%) i-«t"5fc 

^mm<Dm.^m^n v^?v%m^xtf/M-cmxvt^ 0 mmmmmm^bn 

fcmRNA^cDNA^ tf — ^lissamine^ ^ W^"^ K^K# 3rfflV^T$8Sfc 

w :/ y y-f XLfco -ri-v^-c^fc w ^y if — 3 vft^wts - £ 
, 091 

*?t^»t^M^$^ m^^^^xcDm^mm.^'ro 




10-503841 



3 V^«^-e#e>tb6i kX*h& 0 Ay ^3 ^~fn— A&rPCRJf iM 

M3 

^Mtt&^4 A V if — a > 



-y^^- a> bfc^y -^r-^iiv^T^^oftfco r<©^— H*. ioxss 

192M13^ n Sr, IIIj8ST?^M Lfc i»^g£ffll>T N 3dt#:<D4 
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(a) 0 1 2 y J* ^ K^-^tt-^ttm 1 2©y 

-?«i«bu i ©.sum 2 <d v tf-?-&mwttz.m&^smx*& v fri&ym. 

13. m i 2©^y>?^ Fss-a^t&fci&i* s 4< y ^ ^ Ftf>*B*n# 

(a) m 1 &T*|& 2 ©M©^!) p< ^ F^^^H 1 2 © y atf 
^tfcl ^ A {CiS-a- BTfg-efe 6 x y ^ £ „ 

(b) y ^ F0>P52&^&'M' ^ V ^4 if-v' a V^#T^, 1 c 
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14. ^pnmmomm* h7>v^y$y^? u$"?w%>&^ swtgiiu 12, x 

15. 5, it^ib 12, xmzwttoxfeo 

12X«13|E«0^o 

is. ^ 1 &xm 2 ©«^-r ^"icfc^sjt^o^^^jfc t-^/i-^^-r 

NA^£>&#£;ft5, B*^12Xf413iaife©^r«feo 

19. «^-f ^^{tammoit^O^^B^-W^ W</V£rifej£-$- 5 

20. m 1 ^t/b 2 <z>jnwi&* a zf(DW^=^(r>mmn>mnm^ v-v^^-r & fc#> 

&&tl, ^o(ii)^^ K^cDNAT?fe5, M^Jgl23^^13|Sfc©^c 
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